brasiliensis is the etiological agent of paracoccidioidomycosis, a systemic mycosis that is highly prevalent in Latin America. In this study, we show that live and formaldehyde-fixed yeasts of P. brasiliensis promote secretion of IL-8 and IL-6 by human lung epithelial cells A549. On the other hand, TNF-� and IFN-� were undetectable in these cultures. In addition, interaction with P. brasiliensis yeasts induced activation of p38 mitogen-activated protein kinase (MAPK) and extracellular signal-regulated kinase (ERK)1/2 in A549 cells. By using SB203580 (inhibitor of p38 MAPK activation) and PD98059 (inhibitor of ERK1/2 pathway activation), we verified that IL-8 and IL-6 secretion promoted by this fungus is dependent on activation of these kinases. Surprisingly, when we compared IL-8 and IL-6 levels in culture supernatants of A549 cells incubated with formaldehyde-fixed and live P. brasiliensis yeasts, we verified that these cytokine levels were higher in A549formaldehyde-fixed yeast cultures. Further results showed that P. brasiliensis live yeasts express proteases that degrade IL-6 and IL-8, contributing in this manner to detection of lower cytokine levels when A549 cells were incubated with live yeasts. Moreover, inhibition of human recombinant IL-8 and IL-6 degradation by live P. brasiliensis yeasts with AEBSF and aprotinin suggests that these enzymes belong to a family of serine proteases. Together, these results show for the first time that yeasts of P. brasiliensis may modulate host innate immune response by expressing proteases that degrade proinflammatory cytokines. Supported by FAPESP and CNPq.
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